A Cancer-Related Fatigue Clinic: Opportunities and Challenges
Carmen P. Escalante, MD, Ellen Manzullo, MD, and Rosalie Valdres, RN, MSN, FNP, CNS, Houston, Texas able to work and maintain an expected lifestyle years after treatment. Many patients have problems with maintaining their disability status, causing additional stress and anxiety for these patients and their families.
Determining whether the etiology of fatigue is potentially reversible and related to a treatment effect or another unrelated cause often includes many confounding issues. For example, for patients with anemia caused by chemotherapy myelosuppression, fatigue may be caused by or exacerbated by the anemia. Treatment of chemotherapy-induced anemia may improve or resolve fatigue. Fatigue also may be attributable to depression related to the diagnosis of malignancy. Again, addressing a known cause that may improve the symptom should always be considered.
Often CRF is not reported. If the patient does report it, it may not be specifically addressed or treated. Patients may be hesitant to relay this information due to the fear of not receiving maximum cancer treatment. Patients may believe that this is an expected symptom that is untreatable and they should cope with it. Also, patients may believe they will be considered a "complainer" if they report this symptom. In addition, patients are often anxious because they may believe that this is a sign of recurrent or advancing disease.
Health care providers may be hesitant to discuss fatigue because of a lack of knowledge in this area and limited treatment options. Time constraints in busy outpatient practices probably also play a role. For most patients and families, discussing CRF during the treatment course is important and is best done at the initiation of the treatment. Thus, patients and families can make appropriate plans to deal with this entity.
Because of the impact of CRF, we designed a CRF Clinic within our institution. By implementing this clinic we wanted to address a variety of issues, including: Can we improve our patients' lives by targeting and potentially Cancer-related fatigue (CRF) is defined as a persistent, subjective sense of tiredness related to cancer or cancer treatment that interferes with usual functioning. 1 It is often described as an overwhelming tiredness despite adequate rest, 2 and it is not uncommon for patients with CRF to describe feeling unrefreshed with morning wakening.
The importance of CRF is in that it is so common and often has such a disturbing effect on patients' and their families' lives. It is now the most prevalent symptom among cancer patients, with an estimated incidence ranging from 60% to 90%. [3] [4] [5] [6] In patients with metastatic disease, it exceeds 75%. 1, [5] [6] [7] Cancer-related fatigue may be present well beyond the initial time of cancer treatment regardless of whether the cancer is in remission or widely metastatic. 8 This is especially difficult for patients cured of cancer but still un-decreasing their fatigue? Can we improve the knowledge and further the education of health care providers concerning the evaluation and treatment of CRF? Can we develop appropriate ways to evaluate patients with CRF, and will valid and reliable measures of CRF correlate with the clinical evaluation? Finally, can we develop innovative treatment plans and inspire others to do the same? Although some of the answers are still elusive, we continue to seek solutions to this problem to improve the lives of our patients.
The goal of this article is to describe the design and operational aspects of the clinic and to relay lessons learned during the nearly 5 years of our clinic's existence. We hope that this will inspire others to design similar clinics or other processes so that CRF is addressed appropriately for our patients.
Clinic Objectives
Our initial clinic objectives in 1998 were to improve our patients' quality of life by decreasing fatigue; educate healthcare providers, patients, and patients' families about this entity; develop appropriate clinical and diagnostic evaluation of this symptom; correlate objective measures of fatigue with the clinical evaluation; and develop innovative treatment plans. Our objectives today are similar, although we believe they are probably more realistic. We believe that although we may not substantially decrease fatigue for all patients it is important to address and discuss the entity. For some patients, quality of life is improved regardless. Patient feedback has relayed that the visibility of the clinic, with health care providers interested and available to address the symptom, have given considerable relief and have decreased anxieties. In that aspect, we believe that our objective is now "to improve our patients' quality of life" by addressing fatigue. We continue to work on innovative treatment plans, but this remains a challenging objective given the limitations of available options and funding resources.
Clinic Planning and Necessary Resources
It is extremely important to begin clinic planning by identifying interested persons in multiple disciplines who are willing to participate in both the planning and clinic implementation phases. We began our clinic design based on available resources. This may limit the size and scope of the planned operation and should be given considerable thought. The initiative should always have a leader who is committed to seeing the project through the planning, implementation, and maintenance phases.
Clinic Personnel
Key personnel should be identified early in the planning phase. Health care providers who will take responsibility for evaluating the patients, such as physicians, midlevel practitioners, a combination, or others should be identified. We initially began with two physicians with specialty training in general internal medicine evaluating patients with each assigned an additional half day of clinic. We used a clinic in which we already had resources available (clinic nurse, scheduling clerk) but that included available clinic rooms that were underused on certain days. In this manner, we were able to improve clinic volumes and better use available resources. We initially began with a research nurse interested in this project who was able to commit time. After approximately one year, we transitioned to a midlevel provider who now spends approximately 50% of her time in the clinic, but also participates in other departmental patient care services and research activities. The number and type of personnel directly involved in clinic services will depend on varying institutional clinic designs. We also identified consultants from physical medicine and rehabilitation, psychiatry, neuropsychology, pain management, nutrition, and physical and occupational therapy who were interested in working with our patients.
Our primary health care provider team consists of the general internist and nurse practitioner (NP). This has worked well in our experience. Our NP is essential in our evaluation process and coordinates much of the preclinical activity directly with our patients. In addition, she serves as a resource and patient liaison after the visit. We initially planned for the NP to have a CRF follow-up clinic with intermittent physician visits after the initial evaluation by the physician. Institutional billing issues prevented us from following this plan, and our physicians evaluated the patient with the NP at each follow-up visit. However, this limitation was recently removed, and we believe that the NP can evaluate many of our patients on most followup visits, coordinating with the supervising physician.
Objective Measures
To ensure that we were using valid and reliable measures of fatigue and other symptoms, during our clinic planning we identified readily available and easily administrable individual assessment tools (Table 1) . Although we chose these particular inventories, others also may be appropriate. Recently, we noted that anxiety is often apparent in our patients and we believe it necessary to measure this objectively. Therefore, we added the Beck Anxiety Inventory 16 to the initial assessment packet. These inventories should guide the health care provider and help focus the evaluation; however, they should be used in conjunction with the clinical evaluation.
Patient Selection
The clinic began as a pilot program with limited resources. We decided to focus our efforts on patients with severe fatigue levels on the Brief Fatigue Inventory (BFI) 9 who were referred by physicians within the institution. To test our operational processes, we opened the clinic first to breast cancer patients. When we were confident that our clinic logistics worked well in this homogeneous population, we expanded to other groups, and now have an open physician referral process. We have occasionally evaluated patients for CRF whose cancer care is managed outside our institution (Fig. 1) .
We also opened access to any referred patient regardless of BFI score, whereas we had previously only evaluated patients with a score of 6 or more. However, despite reducing this requirement, the majority of patients we evaluate still have a BFI of 6 or more. The infrequent patients with mild fatigue who undergo clinic evaluation usually want reassurance concerning persistent low levels of fatigue. For most patients with lower scores, fatigue interference in routine activities is minimal. In our experience, patients with BFI scores under 6 have better outcomes than patients with more severe fatigue.
Occasionally a patient contacts us directly for an evaluation. We then contact the treating physician for approval. We believe good communications with the primary physician are extremely important. Because cancer treatment plans may change over time, physicians should be aware of various treatment planning and assessments that may be occurring so that the overall care of the patient is managed appropriately. 
Patient Evaluation
The NP orders an initial diagnostic workup when the consultation is scheduled, so that results are available during or shortly after the initial evaluation ( Table 2) . The initial evaluation is long and comprehensive. We schedule 1.5 hours per patient; the initial 30 minutes with the NP and the remaining hour with the physician. During the first 30 minutes, the NP meets with the patient and reviews the assessment packet. If the patient has questions concerning a specific item, the NP tries to answer it. Also, during this time, some initial information is obtained and recorded. This information is confirmed during the physician interview, but this step often saves time during the data-gathering phase. We have designed a specific consultation form since we initially began evaluating patients. This form is intended to guide our health care providers so that we do not inadvertently forget to address an aspect of fatigue. For example, there are areas under the History of Present Illness labeled, "Onset of fatigue," "Duration," " Frequency," "Pattern of fatigue," "Factors affecting fatigue," and "Associated symptoms." We have also included extent of disease and the Zubrod performance score on our assessment forms. 17 These objective measures of disease and performance status are helpful in assessing patients over time or when comparing subgroups of patients undergoing assessment and treatment for fatigue (Table 3) .
On completion of the initial assessment by the NP, the individual assessment tools are scored and the information is relayed to the physician. We designed a patient flow sheet for recording assessment packet scores, laboratory evaluations, vital signs, weight, height, allergies, and medications that allows for easy access and comparisons on follow-up visits. We also record fatigue treatments initiated on this sheet (Figure 2) .
Educational materials are made available to the patient either during the nursing appointment or directly after the physician evaluation. Energy conservation tips and sleep hygiene techniques are outlined and reviewed with patients (Tables 4-6 ). Education provides patients and their families with a better understanding of fatigue and helps them develop strategies to deal with it.
It is important for the physician to explain the clinic objectives and relay realistic expectations concerning treatment and outcomes. Patients and their families must understand that the timeline for improvement, if it occurs, is generally weeks to months and not days. Also, patients still undergoing cancer treatment will experience fluctuations in levels of fatigue that can be correlated with specific phases or may be treatment specific. For example, patients receiving chemotherapy may experience increased fatigue when white blood cell counts are at their nadir (usually 10 to 14 days after the start of treatment); also, patients receiving docetaxel may be especially vulnerable to increased levels of fatigue. An accurate history should be obtained or verified if obtained by another provider. Aspects of fatigue should be addressed as previously noted. The impact of fatigue should be addressed in terms of both physical and cognitive functioning.
Other important aspects of the patient history should include the history of the cancer treatment, extent of disease, and response to treatment, current medications, existing comorbidities and status of each, and assessment of current performance status. Additional relevant information includes smoking, alcohol and any illicit drug use, work history and review of activity level, exercise tolerance and family history.
Because fatigue can be associated with a multitude of disease processes, the initial physical examination is comprehensive. The review of systems and assessment packet may offer some guidance, but in our experience a thorough physical examination is necessary for most patients.
Treatment Assessment and Planning
Based on history, physical examination, assessment packet scores, and diagnostic evaluation, a differential diagnosis is formulated. For the majority of patients, fatigue may be attributable to multiple etiologies. However, the most difficult cases to treat are those with minimal reversible influences. For example, in most cases, the diagnostic evaluation is unremarkable or so minimally abnormal that it is difficult to attribute severe levels of fatigue to this etiology. More frequently, patients have moderate to severe depression, pain, or sleep abnormalities. These associations have been pre- viously reported. [18] [19] [20] [21] It is often hard to determine whether fatigue was the initial symptom or occurred because of one or all of the other associated symptoms. Care when eliciting the history may help to determine the initiating symptom. However, for patients with significant depression or pain, treatment of these specific symptoms may significantly decrease fatigue with symptom improvement. In a few cases, fatigue may completely resolve with treatment of associated symptoms.
Treatment planning may involve consultation with other specialties and support services. For example, a patient with limited physical activity may need physical medicine and rehabilitation as well as physical therapy evaluations so that an initial exercise program can be designed. The treatment plan often involves initial exercise, but this frequently depends on the patient's disease status, response to treatment, present activity level, and the status of other comorbidities. Each patient's treatment plan is unique and should be customized to fit the individual's needs. A younger patient with limited or cured disease may be more apt to engage in an exercise program than a patient with advanced disease or other restrictive comorbidities.
It is necessary to communicate to the patient that previous work in subgroups of patients has shown exercise benefits for some patients. Patients may feel it is ludicrous for the physician to prescribe exercise when they complain of tiredness; an explanation often helps them adhere to the prescribed treatment plan. It also is important, especially for patients with minimal or little physical activity, to gradually increase activity over time. Patients who have not exercised are unlikely to maintain the regimen if they overexert initially. Without appropriate conditioning, patients also may delay further exercise because of extreme muscle soreness or more serious injuries.
Treatment plans often include multiple recommendations. Patients and families should be encouraged to ask questions concerning the evaluation and prescribed treatment plan, and time should be allotted during the appointment for this interchange. Patients and caregivers should be educated in energy conservation, stress reduction, and distraction techniques. Examples such as distributing tasks over longer periods or prioritizing daily activity for an evening outing should be discussed with the patient. It may be Patients with identifiable and correctable abnor malities such as hypoka lemia or hypomagnesemia should receive appropriate treatment. Fatigue should be reassessed to determine whether correction improved the symptom. Anemia, which often is due to cancer treatment, should be properly addressed. For cancer-related anemia and fatigue, patients' quality of life was highest when hemoglobin levels rose from 11 g/dL to 12 g/dL. 4, 22, 23 Erythropoietin may improve fatigue significantly for these patients. We also have seen improvement in fatigue after diagnosed infectious processes were treated.
N onph armaco lo gic interventions may include exercise programs, improved sleep hygiene, nutritional evaluation, and restorative therapies. Sleep disturbance associated with fatigue is often difficult to manage. It may be influenced by numerous factors including daytime naps, depression, anxiety, certain medications, sleep interruption due to increased urination, and evening food and beverage intake. A careful review of these factors should be performed for patients with sleep disturbance.
Pharmacologic therapies also may be considered. Some patients may benefit from beginning with education, etiology-specific treatments, and nonpharmacologic interventions, and then initiating pharmacologic therapy on a subsequent visit if significant improve- 
Planning and Organizing
Alternate tasks that take lots of energy with those that take less.
Plan activities daily as well as weekly to better alternate tasks.
Delegate as much as possible. It helps you get tasks done and it makes those who want to help feel useful.
Eliminate steps or tasks that are not essential by combining chores or errands.
Arrange your household so that most activities can be done on one floor.
Organize ahead of time so you don't have to rush.
Pacing
Balance activities so you alternate resting and doing.
Stop to rest before you get tired even if it means stopping in the middle of a task.
Try to avoid spurts of activity; this can drain energy.
Pace activities on good days as well as bad days.
Develop a routine, to prevent overdoing.
Positioning

Sit to do things whenever possible
Use assistive devices: walkers, scooters, canes, handrails, crutches, grab bars. Assistive devices and adaptive equipment can save energy by allowing you to do things without having to bend or reach.
Avoid heavy lifting (such as children, pots and pans, and laundry).
Use carts or wagons to move things from room to room and place to place.
Wear a fanny pack, carpenter's belt, or jacket or sweater with pockets to carry things.
Prioritizing
Focus on things you enjoy doing.
Be realistic with yourself.
When You're Too Tired to Eat
When just the thought of cooking or eating a meal makes you tired, try these hints to save energy. Let others help prepare or bring food. Family or friends usually like to help! Use canned, frozen, or other prepared foods, or try ordering out.
On days when you feel well, cook extra food and freeze in small containers. Reheat frozen food on days when you're tired.
Ask your doctor, nurse, or social worker about community resources that deliver prepared meals.
Eat small, frequent meals rather than several large meals each day.
Have snack foods readily available.
If you're really exhausted, put some favorite foods and beverages in a cooler with ice next to you as you rest.
Make quick meals with a microwave or blender.
appropriate to suggest that patients ask for help from others. Patients may do this only when instructed by their physician that it is an appropriate alternative. At times, patients may benefit from writing their daily activities so that they can focus efforts on strategies for particular times of day when fatigue is greatest. 
Bathing and Grooming
Wash your hair in the shower rather than over a sink. Use a terry robe instead of towels to dry off. Use organizers to keep things within reach. Use a chair in the shower or tub. Use a long-handled sponge or brush to reach your back and feet. Rest elbows on counter or dressing table to avoid leaning unsupported. Use a long handled brushes or combs to avoid holding your arms overhead. Use liquid soap or soap on a rope. Use an elevated toilet seat.
Dressing
Wear loose clothes that are easier to put on and off. Bring your foot to your knee to put on socks and shoes so you won't have to lean over. Wear slip-on shoes or shoes with Velcro closures or elastic shoe-laces. Use a long handled shoe horn or sock aid. Fasten your bra in front and then turn it around. Wear clothes that button in front rather than pullovers or clothes that button in the back. Use a reacher or dressing stick to help with zippers in back.
Advanced Activities Housework
Spread tasks out over the week or month. 
Meal Preparation
Assemble all ingredients before starting. Use mixes or pre-packaged foods. Use cookware you can serve from. Use small, lightweight appliances. Use labor saving devices.
Buy utensils that fit comfortably in the hand. Store frequently used items at chest level to minimize bending and reaching.
Line ovens and drip pans with foil for easier cleanup. Let dishes soak rather than scrubbing them. Let dishes air dry. Use a dishwasher. 
Work
Plan work around your best times of the day. Organize work centers so that equipment is within easy reach.
Create short cuts. Take rest breaks. Work part time if possible.
Leisure
Plan activities that allow you to sit or lie down.
Plan social events at peak energy times. ment does not occur. Patients are often hesitant to take another medication. In addition, they may be more apt to initiate medication or continue with follow-up evaluations once they establish a more trusting relationship with the provider. Also, stimulants should not be prescribed for patients with uncontrolled hypertension, known cardiac arrhythmias, or underlying cardiac ischemia. When prescribing these medications, the physician should outline the daily dose administration because if the patient forgets and takes the noon dose later in the day or evening, fatigue and sleep disruption may be exacerbated. We also communicate to our patients that there are few if any well-controlled trials with most of the available pharmacologic agents used to treat fatigue. However, anecdotal evidence suggests it may be helpful for some patients.
A Cancer-Related Fatigue Clinic The University of Texas M. D. Anderson Cancer Center Experience
We began evaluating patients in this clinic in July 1998. Presently, over 150 patients have been evaluated in the clinic. Of the initial 123 patients evaluated from July 1998 through April 2002, the median age was 54 (range, 23 to 85 years); 75% were women. Over half of the patients had Zubrod performance scores less to be depressed, 48% had uncontrolled pain, and 43% had sleep disturbances. These diagnoses were made by the physician evaluator and based on the symptom assessment tool and the clinical evaluation. Overall, 61% of patients were prescribed medications at their initial evaluation. The most frequent medications given were antidepressants, stimulants, and pain medications. In over 40%, exercise was prescribed at the initial visit. Further consultation was necessary in 61% and included consultations to psychiatry, relaxation and self-hypnosis, and pain services.
Lessons Learned
Our experiences in evaluating patients with CRF have emphasized the following aspects.
Cancer-related fatigue may affect patients long after their cancer is cured and their cancer treatment has been completed. It is especially difficult for patients who no longer have cancer but have substantial fatigue causing disability. Because CRF has only recently been accepted as a diagnosis, it is particularly important to help educate insurers of this entity and to advocate for our patients in these circumstances.
It is difficult to draw conclusions from the heterogeneous group of patients evaluated in our clinic, because multiple factors contribute to and influence the development of fatigue. Patients are seen at varying follow-up times and receive individualized treatment plans dependent on evaluation results. Patient outcomes should reflect the variability in patient factors and treatment plans.
During the initial evaluation, a frank and realistic discussion should outline the present knowledge of fatigue, expected time frames for improvement, and a specific treatment plan. Patient and family interactions with the health care provider should be encouraged and continued at follow-up visits. Appropriate educational material should be discussed and given to the patient for home review.
Most patients with CRF experience fluctuations in their course, especially if they are still receiving cancer treatment or have other major medical or psychosocial events. Valid and reliable measures of CRF should be used to obtain a baseline level and then used to gauge responsiveness to treatment.
The majority of patients have anxieties and fear that CRF is present because of recurrence or progression of the cancer. It should be emphasized that in an overwhelming majority of patients this is not the case. than or equal to 1 (good status), and the most common cancer diagnosis was breast cancer. Over 90% of these patients either no longer had cancer or had stable disease, and 46% of patients were receiving cancer treatment. In addition to fatigue, other symptoms patients experienced included depression, anxiety, insomnia, myalgias and arthralgias, and pain as documented by the systems review by the physician.
The initial evaluations included a BFI, BPI, and BDI-II median score of 7 (severe), 7 (severe), and 19 (mild), respectively. Over 50% of patients were noted 
Before Bedtime
Avoid alcohol, caffeine, chocolate and nicotine in the late afternoon and evening.
Limit liquids in the evening before going to bed.
Turn off the TV 1 hour before bedtime. Listen to quiet music or take a warm bath.
If you worry or "can't turn your brain off" when you try to sleep, make a list of things you need to do before you go to bed and then stop thinking about them.
At Bedtime
Go to bed and get up at the same time every day, even on weekends.
A bedtime snack of warm milk, turkey or a banana may make you sleepy.
Use your bedroom only for sleep and sex, no reading, watching TV, or working.
If you are a "clock watcher," turn your the clock so that you cannot see its face.
To fall asleep, lie in the position that you normally find yourself in when you wake up.
Go to bed at the same time with your spouse.
If You Can't Fall Asleep
If you haven't fallen asleep in 15 minutes, go to another room. Listen to quiet music. Avoid things that stimulate your mind (TV, exciting books). Reading selfhelp books may help you feel drowsy. Go back to bed when you feel sleepy. If you still can't fall asleep, get up again and repeat as necessary.
If You Wake Up During The Night
If you can't get back to sleep, follow the procedure above (If You Can't Fall Asleep).
Data from Donovan E: Patient information sheet: Good sleep hygiene, with permission.
After it is clearly established that CRF is not due to recurrence or progression of cancer, this should be relayed to the patient and family.
Patients frequently require an extensive evaluation including a complete history, review of systems, physical examination, diagnostic studies, and objective assessment of associated symptoms. Easily reversible causes should be initially addressed to determine whether fatigue improves or resolves with treatment.
Because multiple factors usually contribute to the patient's CRF, treatment usually requires a multidisciplinary approach. Physicians working with nurses, physical therapists, psychiatrists, and others are needed to combat this symptom.
We should continue to develop well-designed, controlled clinical trials to address management and treatment of CRF. Research also is needed to allow for a better understanding of the pathophysiology for this symptom. This may help to minimize the numerous influences including psychosocial factors that may affect results and conclusions.
